Crohn's disease results from an interaction among host and environmental factors. The host contribution includes genetic predisposing factors, neuroendocrine modifying effects, and immunological effector mechanisms. The most likely environmental influences are the luminal enteric microflora. Tissue damage in Crohn's disease is immune mediated and more than one mechanism may be involved. Evidence for and against a primary autoimmune mechanism has been reviewed elsewhere and it seems unlikely that autoimmune reactivity is of direct pathogenic importance in Crohn's disease.' Thus, although auto Although a familial association was not found for pancreatic autoantibodies in the study by Seibold et al, some autoantibodies may be markers of susceptibility. This is well established in the case of islet cell antibodies as predictive markers for insulin dependent diabetes. The potential role of autoantibodies as markers of susceptibility or genetic markers in inflammatory bowel disease has been controversial and may be confounded by the complexity of the genetics of inflammatory bowel disease, ethnicity, and disease heterogeneity.4 The concept of Crohn's disease as a heterogeneous syndrome rather than a single entity is popular at present, and stratification of apparent subsets has been attempted based on autoantibody status. For example, perinuclear anti-neutrophil cytoplasmic antibodies (pANCA) have been proposed as a defining characteristic of a subgroup of Crohn's disease with ulcerative colitis-like features. 
